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Introduction: 
 
The objective of this Statistical Analysis Plan (SAP) addendum is to provide modifications and 
corrections to the final K-161-3.01 SAP, dated May 24, 2023. 
  







Kowa Research Institute, Inc.  Addendum to Statistical Analysis Plan, Version 1.0 
K-161-3.01  Date Issued: 2023-10-03 
 

6 
 

6. Treatment compliance 
 
Compliance will be considered as missing if the numerator or denominator in SAS Section 7.7.2 
is not calculated due to missing data. 
 
 

7. Statistical approach for primary efficacy endpoints 
 
Originally, two statistical approaches were planned, namely multiple imputation (as outlined in 
SAP Section 8.1.2) and control-based mean imputation (as described in SAP Section 8.1.4). The 
former approach was planned to switch the latter one if there were not enough patients to 
develop imputation models. The decision to use the latter approach for the primary analyses was 
made based on the results of the data review meeting, which determined the final approach: 
control-based mean imputation. 
 

8. Typo in the SAS code 
 
From the formula in SAP Section 8.1.4:  

𝑉𝑉��𝛿̂𝛿𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐]� = �𝐴𝐴2 + �𝑓𝑓2𝑘𝑘=1�
2� �𝑉𝑉�2𝑘𝑘=1 + 𝑉𝑉�1,𝑀𝑀𝑀𝑀𝑀𝑀� + �𝐴𝐴2�𝜇̂𝜇2𝑘𝑘=1 − 𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀 − 𝑐𝑐�2�, 

 
the sign is modified from "+" to "-" in the code in SAP Section 8.1.4 as follows: 
 
V_delta_new_c= (A2 + (f2_k1)**2)*(V2_k1 + V1_MAR) + (A2*(mu2_k1 - mu1_MAR - c)**2); 
 
Final programs have been corrected to reflect this. 
 

9. Range of conservative values (𝑐𝑐) for sensitivity analysis in SAP Section 8.1.6 
 
The following ranges of 𝑐𝑐 will be defined to find the tipping point 𝑐𝑐𝑡𝑡: 
- Eye dryness score (visual analog scale): 0 to (100 - 𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀), 
- Conjunctival sum fluorescein staining score: 0 to (24 - 𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀). 
 




